Inflammatory reactions in the CNS, resulting from a loss of control and involving a network of non-neuronal and neuronal cells, are major contributors to the onset and progress of several major neurodegenerative diseases. Therapeutic strategies should therefore keep or restore the well-controlled and finely-tuned balance of immune reactions, and protect neurons from inflammatory damage. In our study, we selected plants of the Malaysian rain forest by an ethnobotanic survey, and investigated them in cell-based-assaysystems and in living brain tissue cultures in order to identify anti-inflammatory and neuroprotective effects. We found that alcoholic extracts from the tropical plant Knema laurina (Black wild nutmeg) exhibited highly anti-inflammatory and neuroprotective effects in cell culture experiments, reduced NO-and IL-6-release from activated microglia cells dose-dependently, and protected living brain tissue from microglia-mediated inflammatory damage at a concentration of 30 µg/ml. On the intracellular level, the extract inhibited ERK-1/2-phosphorylation, IkB-phosphorylation and subsequently NF-kB-translocation in microglia cells. K. laurina belongs to the family of Myristicaceae, which have been used for centuries for treatment of digestive and inflammatory diseases and is also a major food plant of the Giant Hornbill. Moreover, extract from K. laurina promotes also neurogenesis in living brain tissue after oxygen-glucose deprivation. In conclusion, extract from K. laurina not only controls and limits inflammatory reaction after primary neuronal damage, it promotes moreover neurogenesis if given hours until days after stroke-like injury.
Introduction
Inflammatory pathways in the CNS are contributing mainly to the onset and progress of several major chronic and acute neurodegenerative diseases (Floyd, 1999) , such as ischemic stroke. The acute brain ischemia is then followed by a secondary damage caused by invading inflammatory cells during hours until days after the primary insult, which accounts for most of the total infarct volume and consecutive loss of brain function (Dirnagl et al., 1999; Mabuchi et al., 2000; Stoll et al., 1998) . Thus, therapeutic strategies should focus on minimizing secondary inflammatory damage, which is mainly mediated via overactivated microglia cells which migrate towards sites of injury and exacerbate the damage by producing toxic cytokines and nitrogen and oxygen radicals (Mabuchi et al., 2000; Stoll et al., 1998) .
As a result of clinical trials for neuroprotective interventions during stroke, a clinically successful drug that prevents secondary neuronal cell death by intervention in inflammatory mechanisms has not been identified yet (Gladstone et al., 2002; Wahlgren and Ahmed, 2004) and clinical failure of neuroprotective interventions is discussed extensively (Dirnagl et al., 1999; Gladstone et al., 2002; Wahlgren and Ahmed, 2004) . One of the most pronounced demands asks for a combination therapy, because one single agent never seems to be able to counteract the multitude of pathophysiological damage cascades that accompany ischemia-reperfusion and inflammatory damage (Wahlgren and Ahmed, 2004) and promotes neurogenesis from endogenous precursors (Sun et al., 2005) .
Tropical plants have been used by the indigenous people of Malaysia, one of the megadiversity countries of the world (Burkill, 1935) , for many centuries and their effective and safe application by several rural communities has been documented in extensive field studies (Chai, 1975 (Chai, , 1978 Fasihuddin, 1993 Fasihuddin, , 2000 Fasihuddin and Journal of Neuroimmunology 206 (2009) [91] [92] [93] [94] [95] [96] [97] [98] [99] 
